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Figure 6 (2/3)
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Figure 7 (1/2)

A
™ -
s 2500
S 2000+ - Multi34
EE) 1500 - - Multi35
m
O 10004
S
> 5004
£
C
@ O'M
0.001 0.01 0.1 1 10 100 1000
Concentration (nM)
B
T 2500+
2
<~ 20004 = Multi41
= ~ Multi42
QO 1500~ :
E -+ Multi44
% 1000+ -+ ffAC_05339
é 500~
.
m 0

0.001 0.01 0.1 1 10 100 1000
Concentration (nM)



WO 2023/079102 PCT/EP2022/080861
17/65

Figure 7 (2/2)

C
T 2500+
=
S 20007 -~ Multi46
S 1500~ - Multi47
= ~+ Multi48
© 10007 = Multi49
> 500
£
i]EJ 04— By g Bl
0.001 0.01 01 1 10 100 1000
Concentration (nM)
D
Control cells
~ 25001
= 2000 > Multi34
s -+ Multi42
g:) 1500 -# Multi46
S = ffAC_05337
g) —- AC 05339
S 500-
£
o0 0-

0.001 0.01 0.1 1 10 100 1000
Concentration (nM)



WO 2023/079102

>

Binding to CEACAMS5 MKN45 (MF1)

w

Binding to CEACAMS5*MKN45 (MFI)

O

Binding to CEACAMS5*MKN45 (MFI)

18/65
Figure 8 (1/3)
10000
-e- Multi 34
-& Multi 35
5000 -+ Muli 37
0=
NN AN N O OO
Q@Q Q‘QQ SN RSN
Concentration (nM)
-+ Multi 41
10000
- Multi 42
- Multi 44
5000+ -+ AC_05339
& AC_05337
0_
NN XN NN O OO
Q.QQ S @ Ve
Concentration (nM)
10000 & Multi 46
-& Multi 47
- Multi 48
5000
-4~ Multi 49
0
N N N QO & D
QQQ SR N ,\QQ

Concentration (nM)

PCT/EP2022/080861



WO 2023/079102

O

Binding to CEACAMS5*LS174T (MFI)

m

Binding to CEACAMS5*LS174T (MFI)

1y

Binding to CEACAMS5* LS174T (MFI)

PCT/EP2022/080861
19/65

Figure 8 (2/3)

1500
-e- Multi 34
1000 - Multi 35
-+ Multi 37
500
0
N A AN NN OO
SNEPCNRIERN . N QO
S o7 © N
)
Concentration (nM)
1500
-e- Multi 41
-& Multi 42
1000
- Multi 44
-e- AC_05339
500
—+ AC_05337
0
NA N NN OO
NS MRN ) N O
QQQ S @ N N
Concentration (nM)
1500
& Multi 46
1000 -& Multi 47
-# Multi 48
500 - Multi 49
0
NN N NN O DO
O O O N O O
&S @ © RN

Concentration (nM)



WO 2023/079102 PCT/EP2022/080861
20/65

Figure 8 (3/3)
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Figure 9 (2/2)
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Figure 10 (1/6)
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O

HT29

AN D
i 1

N
X

Fold induction (RLU)

O L] ¥ L) L L}
0.0001 0.001 0.01 0.1 1 10

Concentration (nM)

D
LOVO
/\6-
)
—
x
- 4-
S
5
-3
2 2-
e
Q
L
0 L) ] ) L] L]
0.0001 0001 001 01 1 10

Concentration (nM)

PCT/EP2022/080861

-o- Multi 34
-= Multi 35
=+ Multi 37

-~ Multi 34
-& Multi 35
-+ Multi 37



WO 2023/079102 PCT/EP2022/080861
25/65

Figure 10 (3/6)
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Figure 10 (4/6)
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Figure 10 (5/6)
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Figure 10 (6/6)
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Figure 11 (1/5)
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Figure 11 (2/5)
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Figure 11 (3/5)
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Figure 11 (4/5)
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Figure 11 (5/5)
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Figure 12

B cell activation (MFI CD86)

e = [ 3%
O w o w o
‘0 O o e O
00 o o o o o

§ i ] i

(u) uonesussuo)d

LS
zzz
Ss5
58 %

$ ¥
= >
> 0
0Ol
O
O O
o W
W W
w O
\\3



PCT/EP2022/080861

WO 2023/079102

35/65

Figure 13
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Figure 14
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Figure 15
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Figure 17

Abs 650 nm

Multi46

- i i
0.01 1 100 10000
Conc BsAb (nM)

-8 No Raji

-A- Raji 10 000
% Raji 30 000
-~ Raji 90 000



WO 2023/079102 PCT/EP2022/080861
40/65

Figure 18
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Figure 19 (1/2)
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Figure 19 (2/2)
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Figure 20

Normalized response (MFI CD86)
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Figure 21
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Figure 22
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Figure 23
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Figure 24
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Figure 25 (1/2)

Fold induction (RLU)
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Figure 25 (2/2)
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Figure 26
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Figure 27
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Figure 28 (1/2)

B
B16, #6 | B16, #7 | B16, #3 | MB49, #2 | MBA49, #4 | MBA49, #5 | spleen
cb4 | 0-1+ 1+ 1-2+ 3+ 2-3+ 3+ 3+
CD8 | 0-1+ 0-1+ 1+ 3+ 2-3+ 2-3 3+
cD3 |01+ |1+ 1-2+ |3+ 3+ 2-3+ 3+
CD45 | 2+ 2+ 2-3+ 4+ 4+ 4+ 4+
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Figure 28 (2/2)
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Figure 29 (1/2)
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Figure 29 (2/2)

IL-6 (pg/mL)

Dose level [ Sex Dayl Day8
Oh 4h 24h Oh 4h 24h
0mgkeg |M <LLOQ | 158 <LLOQ | <LLOQ [ <LLOQ | <LLOQ
10mg/kg |F <LLOQ | <LLOQ | <LLOQ | <LLOQ | <LLOQ | <LLOQ
375mgkg [ M <LLOQ | <LLOQ | <LLOQ | <LLOQ | <LLOQ | <LLOQ
375 mg/kg | F <LLOQ | <LLOQ [ <LLOQ [ <LLOQ | <LLOQ | <LLOQ
LLOQ =375 pg/mL
TNFa (pg/ml)
Dose level [ Sex Dayl Day8
Oh 4h 24h Oh 4h 24h
10mgkg |M 176 237 <LLOQ | <LLOQ | 273 <LLOQ
10mg/kg |F <LLOQ | <LLOQ | <LLOQ | <LLOQ | <LLOQ | <LLOQ
375mgkg | M <LLOQ | 111 <LLOQ | <LLOQ [ <LLOQ | <LLOQ
375 mg/kg | F <LLOQ | <LLOQ | <LLOQ | <LLOQ | <LLOQ | <LLOQ

LLOQ =375 pg/mL
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Figure 30 (2/4)
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Figure 30 (3/4)
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Figure 30 (4/4)
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Figure 31
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Figure 32 (1/2)
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Figure 32 (2/2)
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Figure 33 (1/2)
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Figure 33 (2/2)
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Figure 34

Fold induction (RLU)

CHO-CEACAMS cell
ffAC_05337

10+

0 T T T T T T 1
0.00010.001 0.01 0.1 1 10 100 1000

nM

-0~ O ug/ml sCEA
-# 1ug/ml sCEA
-4 5ug/ml sCEA
- 25 ug/ml sCEA
-¢- 50 ug/ml sCEA

SUBSTITUTE SHEET (RULE 26)



